Corcoran has found similar amounts of corticosteroids per day in the urine of a normal person.2 All this material was not cortisone, but it is probable that for the most part it was derived from cortisone or hydrocortisone. It is also probable that the quantity excreted in the urine was not equal to the total amount of cortisone and hydrocortisone which was delivered to the body in the secretion of the adrenal cortex.
The extension of the use of cortisone from rheumatoid arthritis to 20 or more other diseases rapidly followed the observation that the symptoms of rheumatic fever, hypersensitivity and certain lesions of the skin were relieved by this agent, and investigations soon were made on the effects of cortisone on the family of diseases designated the " collagen diseases." 12, 13 A recent compilation by the medical department of Merck & Co., Inc., has listed some of the diseases which are modified by cortisone (Tables I and II).17 The influence of cortisone on the diseases associated with deficiency of the endocrine glands is readily explained as the effect of substitution therapy. In (2) subsidence of fever, in most cases within twentyfour to seventy-two hours, (3) gradual decrease of the sedimentation rate, (4) partial relapses, in some cases, after withdrawal of the hormones, and (5) improvement of the patients in these cases after treatment was resumed.
Three of the patients died ; the disease of the remaining 13 patients apparently was in remission when they were last observed one to eighteen months after treatment, although evidence of residual vascular damage had persisted in most cases. At necropsy in 2 cases evidence of complete healing of all arterial lesions was found. In the process of healing, however, fibrous obliteration of the lumina of the involved vessels had occurred, resulting in widespread visceral infarction.
The complete disappearance of all histologic signs of active inflammation in 2 cases within three weeks, and three months after biopsy had disclosed the presence of acute arteritis, is a unique occurrence, and is difficult to interpret as coincidental.
To compile the list of diseases which are influenced by cortisone emphasises how great is the problem which confronts the clinician interested in research. To find the explanation of who cortisone influences such diverse conditions will not be easy.
One of the first attempts to explain the physiologic activity of cortisone was a study of the effect of this hormone on the metabolism of the electrolytes and protein. Used within the range of the daily dose which was found to be effective, the hormone caused only minor changes in the metabolism of electrolytes. When cortisone was used in larger amounts, however, it caused retention of sodium and loss of potassium and chloride. In addition, loss of nitrogen indicated a breakdown of protein. 31 It is possible that the answer to the problem of how cortisone produces its effects lies hidden among the results already obtained ; but if this is so, the answer is well hidden.
Investigations concerning the diseases responsive to cortisone have been carried out in three different fields : (1) the endocrine glands, (2) bacterial infections, and (3) 
